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REMARKS 

The Applicants have amended claims 1 and 2, and added claims 7-10. The 
new claims do not add any new matter. 

The Applicants address the Examiner's rejections in the order she presented 

them. 

The first rejection under 35 U.S.C. §112. first paragraph 

The Examiner rejected claims 1-3 and 6 under 35 U.S.C. § 112, first 
paragraph, arguing that the specification, while being enabling for a method of 
treating Parkinson's disease and Alzheimer's disease, is not enabling for the 
treatment of all neurodegenerative disorders. The Applicants respectfully disagree. 

The Examiner has the burden of establishing a "reasonable basis to question 
the enablement provided for the claimed invention." MPEP § 2164.04; In re Wright, 
999 F.2d 1557, 1561 (Fed. Cir. 1993) ("the PTO bears an initial burden of setting 
forth a reasonable explanation as to why it believes that the scope of protection 
provided by [a] claim is not adequately enabled by the . . . specification. . . ."). The 
Applicants respectfully submit that the Examiner has not provided such a basis. 

As the Examiner points out, the test is whether in view of the specification one 
of ordinary skill in the art would be able to practice the claimed invention without 
undue experimentation. But the Examiner provides no evidence or reasoning why 
the specification fails to meet this test. 

The specification teaches that, to treat neurodegenerative conditions, one 
administers brimonidine. This is stated plainly at paragraph 35, for example, 
elaborated at paragraphs 43-47, and exemplified in various experiments described at 
paragraph 84-1 10. 

The Examiner relies heavily on her observation that "there are a lack of 
working examples presented in the specification as filed showing how to treat all 
neurodegenerative conditions." Office Action, at 4. She argues that "a lack of a 
working example is a critical factor to be considered," and argues that because the 
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specification does not provide examples for treating all neurodegenerative conditions, 
practicing the claimed invention would require undue experimentation. Id. 

It may be true that "a lack of a working example is a critical factor to be 
considered" - but the specification does provide working examples, by the 
Examiner's own admission. She notes that "working examples are presented for 
treating the neurodegenerative conditions Alzheimer's disease and Parkinson's 
disease." Moreover, an "applicant need not describe all actual embodiments." 
MPEP 2164.02. The Examiner has not described why the working examples 
provided in the specification are insufficient; she argues merely that the specification 
does not describe all the possible embodiments, and this is not an appropriate basis 
for an enablement rejection. 

The Examiner, also, has not explained what experimentation would be 
necessary: experimentation to determine what, exactly? The specification teaches 
that to treat neurodegenerative conditions, one administers brimonidine. No undue 
experimentation is required to practice that method: have a neurodegenerative 
condition? - administer brimonidine. The Applicant respectfully submit that the 
Examiner has provided no reasonable basis for questioning that method, and 
request, therefore, that she withdraw the enablement rejection. 

The second rejection under 35 U.S.C. § 112, first paragraph 

The Examiner rejected claims 3 and 6 under 35 U.S.C. § 112, first paragraph, 
arguing that the specification, while being enabling for a method of decreasing 
neuron loss following brimonidine treatment, does not reasonably enable a method of 
preventing death or degeneration of neurons. The Applicants respectfully disagree. 

The Examiner has the burden of establishing a "reasonable basis to question 
the enablement provided for the claimed invention." MPEP § 2164.04; In re Wright, 
999 F.2d 1557, 1561 (Fed. Cir. 1993). The Examiner has not provided that basis 
here. 
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The specification teaches that to prevent neuron death or degeneration, one 
administers brimonidine: 

The present invention is directed to methods for preventing death or 

degeneration of neural cells projecting to or from a region of the brain 

including the locus ceruleus comprising administering a therapeutic 

amount of brimonidine to said cells. 
Paragraph 35. The specification goes on to state that brimonidine may be 

administered as a prophylactic treatment, i.e. before damage to the 

nerve has taken place, or before long-term progression of the disease 

state, such as Alzheimer's or Parkinson's disease, has taken place. 
Paragraph 36. The specification provides details of such treatment at paragraphs 43- 

47, including dosage form and route of administration. 

It is clear from the specification that, to prevent death or degeneration of 
neurons, one administers brimonidine to a patient. 

The Examiner argues that "no working examples are presented . .. showing 
how to prevent the death or degeneration of neurons." Office Action, at 6. For this 
reason, the Examiner argues, one would be unable to prevent neuron death or 
degeneration of neurons without undue experimentation. 

The Examiner's assertion that the specification provides no examples is 
incorrect. The inventors show that experimental animals treated with the toxin MPTP 
and brimonidine lose fewer neurons than animals treated with MPTP alone. 
Specification, at fflf 94-1 10. 

In any event, the Examiner does not explain why one would be unable to 
prevent neuron death or degeneration of neurons without undue experimentation. 
What experimentation is required? For what purpose? To prevent neuron death or 
degeneration, one administers brimonidine - but the Examiner never explains what is 
so unclear about this method that its practice is impossible without undue 
experimentation. Without this explanation, an rejection under §112, first paragraph is 
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inappropriate. The Applicants respectfully request, therefore, that the Examiner 
withdraw the rejection. 

The rejection of claims 1-3 and 5-6 under 35 U.S.C. § 103(a) 

The Examiner rejected claims 1-3 and 5-6 under 35 U.S.C. § 103(a), arguing 
that the claims are obvious in view of the Arnsten reference {Science, 230:1273-1276 
(1985)) and the Olejnik reference (U.S. Patent No. 6,627,210). The Applicants 
respectfully submit that the rejection is improper. 

The burden is on the examiner to establish a prima facie case that the rejected 
claims are obvious. MPEP, § 2142. To establish a prima facie case, the examiner 
must show 1 ) a "reference (or references when combined) [that] teach or suggest all 
the claim limitations"; 2) a "suggestion or motivation to modify the reference or to 
combine reference teachings"; and 3) a "reasonable expectation of success" in doing 
so. MPEP, §2142. 

Neither the Arnsten nor Olejnik references suggest that brimonidine (or 
clonidine) can prevent neuron death or degeneration. The Examiner argues that the 
Arnsten reference teaches that "clonidine caused memory improvements in animal 
models of dementia." Office Action, at 8. But it is one thing to cause memory 
improvements, and another thing to prevent neuron death. The Arnsten reference 
provides no information as what effect clonidine might have on the number of 
neurons in the brain in animals having any neurodegenerative condition. The 
authors of the reference took impaired animals and tested the effects clonidine on 
their cognitive performance; the authors of the reference did not sacrifice those 
animals and count their neurons. There is no experiment disclosed there that 
assesses what effect clonidine, or any other agent, has on preventing neuron death 
or degeneration. The Arnsten reference, therefore, does not suggest all the 
limitations of the claims. 

The Examiner argues that "a reasonable expectation of success of treating 
age-related dementia or Alzheimer's would be expected." Office Action, at 9. But the 
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claims encompass more than "treating age-related dementia." Claim 3, for example, 
is directed to a method "effective to prevent death or degeneration of neurons," and 
claim 6 is directed to a method of "protecting death or degeneration of neural cells." 
Amended claim 1 is directed to a method of preventing a neurodegenerative 
condition. The Examiner provides no evidence that, in view of the Arnsten reference, 
one of ordinary skill in the art would expect brimonidine to prevent neurons from 
dying or degenerating and, therefore, a neurodegenerative condition from resulting - 
especially since the Arnsten reference is silent as to the effects of clonidine on 
neuron death or degeneration. Without such evidence, there is no prima facie case 
of obviousness. See In re Grasselli, 713 F.2d 731, 739, 218 USPQ 769, 775 (Fed. 
Cir. 1983) ("it is fundamental that rejections under 35 U.S.C. § 103 must be based on 
evidence comprehended by the language of that section."). 

The Applicants respectfully submit that the Examiner has not established that 
the Arnsten reference suggests all the limitations of the claims, or established that 
the references enables one to reasonably expect brimonidine would have the 
claimed effects. For this reason, the Applicants respectfully submit that there is no 
prima facie case of obviousness, and respectfully request that the Examiner withdraw 
the rejection under § 103. 

The rejection of claim 4 under 35 U.S.C. § 103(a) 

The Examiner rejected claim 4 under § 103(a) arguing that the claim is 
obvious in view of the Arnsten reference in combination with the Olejnik reference 
and the Chan-Palay reference (J. Comp. Neurol., 287:373-392 (1989)). The 
Applicants respectfully submit that the rejection is improper. 

Regarding claim 4, directed to a method of preventing Parkinson's disease, 
the Applicants respectfully submit that the Examiner has not established that the 
cited references teach or suggest all of the limitations of that claim. For the reasons 
stated in the foregoing section, none of the references the Examiner cites suggests 
that any agent, whether brimonidine or clonidine, can prevent neurons from dying or 
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degenerating. Hence, the Applicants respectfully submit that the Examiner has not 
established a prima facie case that a method of preventing a neurodegenerative 
disease, such as Parkinson's disease, is obvious. 

Regarding new claim 10, directed to a method of treating Parkinson's disease, 
the Office Action does not support a prima facie case, either. The Examiner argues 
that 

Chan-Palay et al. teaches that norepinephrine in the locus ceruleus is 
implicated in Parkinson's and Alzheimer's disease, and Arnsten et al. 
and Olejnik et al. teach that cell deterioration occurs in the locus 
coeruleus in Alzheimer's disease and that . . . brimonidine [is] a 
beneficial treatment for Alzheimer's disease. 
Office Action, at 9-10. The Examiner provides no evidence, however, that any of the 
cited references suggest that brimonidine, or any other compound, can be used to 
treat "cell deterioration." The Arnsten reference teaches only that clonidine improved 
the cognitive performance of animals in a model of dementia. The reference does 
not teach that clonidine has any effect on cell deterioration - as the Applicants point 
out above, the authors of the Arnsten reference did not examine any cells and did not 
assess the effects of clonidine on cell deterioration. That the prior art shows 
clonidine to prevent or treat cell deterioration is merely an assumption for which the 
Examiner presents no evidence. 

There is a significant gap between a reference that suggests clonidine 
improves cognitive performance in animals, on the one hand, and a method of 
treating Parkinson's disease with brimonidine, on the other. Implicit in the Examiner's 
reasoning is the assumption that clonidine would treat Parkinson's and Alzheimer's 
diseases via the same mechanism - that what is good for Parkinson's must 
necessarily be good for Alzheimer's disease ("There would be a reasonable 
expectation of success according to the prior art teachings because both diseases 
have similar pathologies"; Office Action, at 10). The Examiner advances no evidence 
to support this assumption, however. On these grounds, a prima facie case cannot 
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stand, for the Examiner must establish a reasonable expectation of success with 
evidence, not assumptions. 

The Applicants respectfully submit that the Examiner has not established that 
the prior art teaches or suggests all of the claimed limitations, or that it leads one to 
have a reasonable expectation that the claimed method will succeed. On these 
grounds, the Applicants respectfully request that the Examiner withdraw the rejection 
of claim 4 under § 103. 

The provisional double patenting rejection 

The Examiner provisionally rejected claims 1-6 under the doctrine of 
obviousness-type double patenting, arguing that the claims are not patentably distinct 
from the claims of co-pending application no. 10/680,879. The Applicants 
respectfully disagree that the rejection is proper, but, for the time being, merely note 
that it is a provisional rejection. 
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Conclusion 

Where the Examiner does not establish a prima facie case, the Applicants are 
entitled to a patent. In Re Glaug, 283 F.3d 1335, 62 U.S.P.Q.2d 1151, 1152 (Fed. 
Cir. 2002) ("the PTO bears the initial burden of presenting a prima facie case of 
unpatentability. If the PTO fails to meet this burden, then the applicant is entitled to 
the patent."). For the foregoing reasons, the Applicants submit that the Examiner has 
not established a prima facie case of unpatentability on any grounds, and, therefore, 
that the claims are condition for allowance. 

The undersigned authorizes the Director to charge any fees required or 
necessary for the filing, processing or entering of this paper or any of the papers 
transmitted with it, and to refund any overpayment, to deposit account 01-0885. 

Respectfully submitted, 
/Joel B. German/ 

Joel B. German, Esq. 
Attorney of Record 
Registration No. 48,676 

Please direct all correspondence and inquires to: 

Joel B. German, Esq. 
Allergan, Inc. 

2525 Dupont Drive, T2-7H 
Irvine, CA 92612 
Tel: (714)246-4920 
Fax: (714)246-4249 
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